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Olgu esilginde gram (-) bakteri infeksiyonu
Direnc turleri ve tanimi

MDR bakteri infeksiyonlarinda tedavi

PDR bakteri infeksiyonlarinda tedavi

Yeni arayiglar..



/5 yasinda kadin hasta

Iki sene dnce sag kalca protez dykusi
Kalcada agri

Kizariklik ve sicaklik artis!

Yurume guclugu

Son iki gundur hafif ates

Ortopedi poliklinigine basvuru
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FM'de sol kalcada hassasiyet, kizariklik..
Gec¢ eklem protez infeksiyonu

Kalca protezi cikarildi

Antibiyotikli gcimento

Intraoperatif doku ve sivi kiiltiiriinde Klebsiella
pneumoniae






Meropenem
imipenem
Ertapenem

Tigesiklin
Kolistin

Siprofloksasin
Aminoglikozidler
TMP/SMX
Sefalosporinler
Piperasilin/Tazobaktam




Gram Negatif Bakterilerde Direng
Tanimi

oklu Diren _
¢ ¢ Panresistant

(Multidrug Resistant)

= 3 Sinif Antibiyotik Direnci « Tum standart antibiyotiklere
direng
Kinolonlar

_ + Kolistin harig..
Sefalosporinler

Karbapenemler

Paterson DI, Clin Infect Dis, 2006



Pandrug Resistance (PDR), Extensive Drug
Resistance (XDR), and Multidrug Resistance
(MDR) among Gram-Negative Bacilli: Need for
International Harmonization in Terminology

Clinical Infectious Diseases, Apr 2008
Matthew E. Falagas, Drosos E. Karageorgopoulos
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Pandrug Resistance (PDR), medical terms, to denote the inclusion of | Table 1. List of common biomedical
Extensive Drug Resistance all parts or aspects of an entity (table 1) | terms in which the prefix “pan” is used to

(XDR]), and Multidrug signify involvement of all constituents.
Resistance (MDR) among

Gram-Negative Bacilli: ance” or “pandrug resistance” (FLIR] can-

[6]. In this respect, the term “panresist-

= . , Parcytopenia
Need for International not be interpreted in a sense other than |
Harmonization in P ' . 3mic
Terminol signifying resistance to all antibiotics |4, Panencephelitie
ooy 7, 8]. Parhypapituitarism

In regard to the term “extreme drug | Pancolitis
resistance,” 1t was first used in the field of | Paroramic iradiography)
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Antimicrobial category

Antimicrobial agent

Results of
antimicrobial
susceptibility

testing

(S or NS)

Species with intrinsic resistance to
antimicrobial agents or categories
27

Aminoglycosides

Gentamicin Providencia rettgeri (P. retigeri)
Providencia stuartii (P _sfuartii)

Tobramycin P. retigeri, P. stuartii

Amikacin

Netilmicin P. rettgeri, P. stuartii

Antipseudomonal penicillins

+ inhibitors

Ticarcillin-clavulanic acid

Citrobacter koseri (C. koseri),
Escherichia hermannii (E. hermanii),
Klebsiella spp.

Piperacillin-tazobactam

C.koseri, E hermanii, Klebsiella spp.

Carbapenems Ertapenem
Imipenem
Meropenem
Doripenem
Non-extended Citrobacter freundii (C. freundii)
cephalosporins Enterobacter aerogenes(E. aerogenes)
Enterobacter cloacae (E. cloacae)
Hafnia alvei (H. alvei)
Cefazolin Morganella morganii (M. morganii)
Proteus penneri (P. penneri)
Proteus vulgaris (P. vulgaris)
FP. retigeri, P. stuartii
Serratia marcescens(S. marcescens)
Cefuroxime M. morganii P. penneri,

P. vulearis, 5. marcescens

Extended-spectrum

Cefotaxime or ceftriaxone

cephalosporins Ceftazidime
Cefepime
. C. freundii .E. aerogenes, E. cloacae,
Cetoxitin H- Ivei =
. Ve,
Cephamycins — EPp— -
P - - C. freundii .E. aerogenes, E. cloacae,
Cetotetan : =

H. alvei
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clinical evidence, in wirro data might be useful in supporting therapeutic decisions for severe infections with multidrug-resistant
Gram-negative bacteria.
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Gram negatif sepsis ve ciddi infeksiyonlarda
daha iyi klinik sonug..

Tedavi basarisizlik riski minumum olmali,

K. pneumoniae susunun selektif etkinligi oldukca
yuksek..

Piyojenik infeksiyonlarda bakteri yuku daha fazla
Protez yataginin korunmasi ve hazirlanmasi
Tedaviden maksimum verim elde etmek..



Kolistin

Tigesiklin

Parenteral Fosfomisin
Aminoglikozidler
Rifampisin
Sulfadiazinler..




» |zole edilen bakterinin karbapenem igin
MIK diizeyi tayin edilmelidir

« =4 mg/L I1se Karbapenem kombinasyon
iceriginde yer almalidir..




MEM + CIP
tedavisi bagland!






SUPPLEMENT ARTICLE

Appraising Contemporary Strategies to Combat
Multidrug Resistant Gram-Negative Bacterial
Infections—Proceedings and Data From the
Gram-Negative Resistance Summit

Marin H. Kollef,' Yoav Golan,2 Scott T. Micek,? Andrew F. Shorr,** and Marcos |. Restrepo®’

"Washington University School of Medicine, St Louis, Missouri; ?Tufts University School of Medicine, Boston, Massachusetts; 3Barnes-Jewish Hospital,
St Louis, Missouri; “Georgetown University, Washington, D.C.; *Pulmonary and Critical Care Medicine, Washington Hospital Center, Washington, D.C.;
SUniversity of Texas Health Science Center, “Department of Medicine, Division of Pulmonary and Critical Care Medicine, Audie L. Murphy Veterans
Hospital, San Antonio, Texas

The emerging problem of antibiotic resistance, especially among Gram-negative bacteria (GNB), has become
a serious threat to global public health. Very few new antibacterial classes with activity against antibiotic-
resistant GNB have been brought to market. Renewed and growing attention to the development of novel
compounds targeting antibiotic-resistant GNB, as well as a better understanding of strategies aimed at preventing
the spread of resistant bacterial strains and preserving the efficacy of existing antibiotic agents, has occurred.
The Gram-Negative Resistance Summit convened national opinion leaders for the purpose of analyzing current
literature, epidemiologic trends, clinical trial data, therapeutic options, and treatment guidelines related to
the management of antibiotic-resistant GNB infections. After an in-depth analysis, the Summit investigators




« Karbapenem ya da diger antibiyotiklerden olusan
tedavi Ilk secenek olarak tercih
edilmelidir (Author: Y. G.)

« Gram negatif aktiviteli antibiyotiklerin
Iyl degerlendirilmesi, diren¢ sorununun
ustesinden gelmek igin yeterlidir. (Author: S. T. M.)

« Antibiyotiklere
GNB’lerde direng¢ gelisim sorununu azaltan onemli
bir stratejidir (Author: A. F. S.)

« MDR GNB'lli hastalarin ve
yontemleri MDR yayilimini onleyici idemetler arasinda
yer alir (Author: M.1.R)




Inadequate Antimicrobial Treatment of
Infections

A Risk Factor for Hospital Mortality Among
Critically lll Patients

Marin H. Kollef, MD, FCCP; Glenda S :
Victoria |. Fraser, MD

Study objective: To va

infections (both co:i. .auni

“ip between)' adequate . timicrobial treatment of
I nosycomi-* “otiop, ane “hospital mortality for

Design: Prospective coho#%

Setting: Barnes-Jewish Huspi i
Patients: Two thousand consecutive patients
Interventions: Prospective patient surveillan
Measurements and results: One hundred sixi
antimicrobial treatment of their infections.

jents  :ceived inadequate
the /55 patients assessed
B The oc arence of inadequate
antimicrobial treatment of infection was most conon amoY® patients with nosocomial infec-
tions, which developed after treatment of a community-acquired infection (45.2%), followed by
patients with nosocomial infections alone (34.3%) and patients with community-acquired infec-
{ ) (1 < 0 001) Myltinle logichn pogroscion ang ie poing only the pobodt o




Table 1—Baseline Characteristics of the Study Cohort*

Inadequate Antimicrobial ~ Adequate Antimicrobial Nonsurvivors Survivors
Characteristic Treatment (n = 169) Treatment (n = 486) p Value {n=2312) {n= 1,688 p Value

Age, yr 558 + 17.] 60.1 + 174 0006 6lLO£176 57.0+184 <000l
Gender, No.

Male 90 (53.3) 939 (47.7) 0216  172(55.) éﬂd (52.4) 0.370

Female 79 (46.7) 254 (52.3) 140 (44.9) (4 (47 6)
Race, No. \)a(a

White 99 (58.6) 208 (61.3) 0,530 @ 1,090 (64.6) 0.929

Black 70 (41.4) 184 (379) g i (s 5 583 (34.5)

Other 0(0.0) 4(08) ., 15(0.9)
Congestive heart failure, No. 41 (24.3) é&({]\ 0.44 Qﬂ'{}i 4) 286 (16.9) 0,002
COPD. No. 3?'{2] R4 q@& a7 (18.3) 247 (14.6) 0.100
Underlying malignaney, No. {]ﬁ 0) (I'J 178 Eﬂ' 8 214 (1270 < 0,001
HIV positive, No. (5\’L &G‘ > 0.999 14 (0.8) 0.196
Albumin, g/dL e @X 0.014 z.ﬁ i {}.? 31+08  <0.00l
Paoy/F10, g 37 + 121 0125 215+130  277+137 < 0.00]
APACHE II score \\ \I am gc\ 6 186 + 7.1 0004 242+886 136+73 < 0,001
Underwent surgery &G( @A 143 (29.4) 0.021 82 (26.3) 711 (42.1) < (0,001
s e

Vascular 7(10.6) 17(11.9) 0.787 S(11.00 148 (20.5) 00.034

Abdominal 32 (48.5) 73(51.0) 0.730 44 (53.7) 329 (46.3) 0.203

Trauma 0(0.0) 2(1.4) > 0,999 2(2.4) 16 (2.3) 0.708

OB/GYN{ 3(4.5) 2(1.4) 0.329 1{1.2} 20(2.8) 0.714

Thoracic 4(6.1) 8(5.6) = (1,999 2(2.4) 17(2.4) = (1,999

Orthopedic 4(6.1) 15 (10.5) 0.438 4(4.8) 100 (14.1) 0.015

Burn related 1(1.5) 0(0.0) 0.316 2(24) 1(0.1) (0,030

Other} 15 (22.7) 26 (18.2) 0442 18(22.0) 80 (11.2) 0,005

*Values given as mean = SD or No. (%).
tOB-GYN = obstetrics and gynecology.

{Includes otolaryngologic surgery, plastic surgery, and wound debridements.



able s—Ulinical Injections

Infection

Sepsis classification, No. (%)
SIRSH
Sepsis
Severe sepsis
Septic shock

[nfection classification, No. (%)]
Nosocomial
f]umrnunity—ucquirad
Both

Infection site, No. (%)
Bloodstream
Lung
1|r:1ll'r[,7|'|_]-“d
Gastrointestinal tract
Urinary tract
Miscellaneous§

Inadequate Antimicrobial

Treatment (n = 169)

166 (98.2)
131 (77.5)
68 (40.2)
60 (35.9)

73 (432)
63 (37.3)
33 (19.5)

39 (34.9)
106 (62.7)
17(10.1)
27 (16.0)
47 (278)
17 (10.1)

Adequutﬁ Antimicrobial
Treatment (n = 456)

477 (98.1)
292 (60.1)
117 (24.1)

42 (18.9)

140 (28.8)
306 (63.0)
40(8.2)

92 (18.9)
305 (62.8)
40(8.2)
62(12.8)
110(22.6)
23 (11.3)

p Vahe

> (),999
< 0,001
< 0,001
< 0,001

< 0,001
< 0,001
< 0,001

< (.001
0,993
(.468
0,293
(.174
(.647

311 (99.7

Nonsurvivors

(n=312)

173 (554
112 {359
100 (32,1

gt Dt GIPL G —

80 (25.6)
87 (279)
35 (11.2)

63 (20.8)
141 (45.2)
20 (6.4)
44 (14.1)
23 (17.0)
18 (5.8)

Survivors
(n = 1688)

1,499 (88.8)
312 (18.5)

86 (5.1
63 (3.7)

133(79)

281 (16.7)

38(2.3)

86 (3.1

271 (16.6)

37(2.2)
76(4.5)
106 (6.3)
5 (3.2)

p Value

< 0,001
< 0,001
< (.001
< (.001

< (0,001
< (0,001
< (0,001

< (0,001
< (0,001
< (0,001
< (0,001
< 0,001

(0,024

*Values are given as No. (%),
{SIRS = 5}?51:[:‘.“'11'[,' inﬂummutnr}f response .‘:i}'T]L]]’[_]THE.
{ Patients having at least one infection,

§Includes peritoneal infection, meningitis, endocarditis, and infections of the skin and fascia.




E Inadequate Antimicroblal Treatment
P<0.001 [ Adequate Antimicrobial Treatment

P < 0.001

)
3;
I
I
) =
=
=
[
=
o
7]
o
- =

All Cause Infection Related
Mortality Type

Ficurg 2. Hospital mortality and infection related mortality rates
for infected patients from all causes (n = 653) receiving either
initially inadequate or adequate antimicrobial treatment.




Table 7—Independent Risk Factors for Hospital
Mortality*

Risk Factor AOR* 95% CI p Value

Inud&:quute antimicrobial therapy  4.26 "1*- "1*5—.-3 44 ﬁ@‘ﬂ%m
Acquired organ system 3.25 c: 0.001
derangements (one-organ

Increments,
Use of vasopressors ((\Qé Eﬂl . LBl-266 < 0.00]
& (N 1.44-2.27 0,009
P\Lpgg_ O\ 105 1.04-1.07 < 0.00]

Undr::rl'l;l ng Irmhgn a1 ‘éda\]

APACHE 11 s [
]“U.Em%%w

Iu\c(réﬁﬁ‘g age (l-yr increments) 1.02 1.01-1.03 < 0.001]
Surgical patient 0.40 0.33-0.49 < 0.00]
[ntercept 0.0013 0.0008-0.0021

*Includes logistic regression model, where hus]_::iml mortality is the
dependent outcome variable and the study population was the entire
patient cohort (n = 2,000},

tAOR = adjusted odds ratio.




Table 3. Antibiotic Susceptibility for Combination Therapy Versus Monotherapy

Susceptibility for combination therapy, % (P)
Therapy Susceptibility for monotherapy, % Gentamicin Ciprofloxacin Tobramyein Amikacin

Imipenem 88.8 934 (.007) 92.1,056) 94.2(,001) 95.8 (<.001)
Ceftazidime 69.2 84.4 (<.001) 813(<001)  846(<001) 926 (<.001)
Piperacillin-tazobactam 68.8 85.6 (<.001) 814(<001)  854(<001)  91.6(<.001)

NOTE. Data from Christoff et al [18].

Table 4. Effectiveness of Various Antibiotic Combinations
Against Gram-Negative Pathogens

Susceptible to antibiotic, %

No Plus Plus
Antibiotic addition ciprofloxacin gentamicin

Cefepime 83.4 86.4 89.9
Imipenem or meropenaem 89.7 92.4 94 .2
Piperacillin-tazobactam 79.6 87.0 91.4

MNOTE. Reprinted with permission from Micek et al [21].

« 5000'den fazla invaziv GNB’nin degerlendirildigi bir calismada..
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500 mg 4x1 (30
dak)

500 mg 3x1 (3 h)

o
o
3
€
8
@
o

0.5 h Infusion
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* 3.0 h Infusion

MIC (mg/L)
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Percentage

0.5 h Infusion
1.0 h Infusion
2.0 h Infusion
* 3.0 h Infusion

Patel SJ. et al. AJIC, 2014



GNB’lerde Diren¢ Gelisimini Onlemek
Icin Tedavi Suresi Ne Olmalidir?




Resolution of Infectious Parameters after
Antimicrobial Therapy in Patients with
Ventilator-associated Pneumonia

PAUL J. W. DENNESEN, ANDRE ). A. M. van der VEN, ALPHONS G. H. KESSELS, GRAHAM RAMSAY,
and MARC |. M. BONTEN

Departments of Medical Microbiology, Medical Technology Assessment and Surgery, University Hospital Maastnc |r:ht, The Metherlands;
and Department of Internal Medicine, Division of Infectious Diseases and AIDS, University Haospital Utrec#\% EthErJands

Although recommended durations of antimicrobial therapy for though the sensitiss Tl ﬁ ml'::lty 15 love and
ventilator-associated pneumonia (VAP) range from 7 to 21 d, these q sarily. The enormous
are not based on prospective studies and little is known about the ge o To 8 reat for selection and nduc-
resolution of symptoms after start of antiblotics. Resolution of these i . m ‘N

symptoms was investigated in 27 patients. VAP was diagnusad o m
ewed

exposes patients to adverse effects.
biotic use may have several beneficial as-
n antibiotic use may be achieved by preventing
ment of infections, optimizing the accuracy of diag-

clinical, radiographic, and microbiological criteria, includi
titative cultures of bronchoalveolar lavage. All pat £

counts, Pag,/Fig, ratios, and semiquaptitgtiv Attle is known about the optimal duration of antibiotic ther-
cheal aspirates were recorded fl;r_'r

Resolution was defined as thE t thm Sl apy for VAP, According to guidelines from the American Tho-
filled the following de i' er’ature kocytes = racic Society, VAP due to Haemaophilus influenzae and methi-

appropriate antibiotic therapy. Highest tem@ G uc}fteq X Srocedures (7). or reducing the length of treatment.
s of ’ : g
I
ra

10 % 10%/L P ?_'5 kPa _.| of bacterial cillin-sensitive _'J'I.szh_}rfrJf:ﬂccu.v aurens should be l:ru:-ltr:u_‘i for 7 to
growth of et]r.'rl uf Endntran:hnal aspi- 10 r_1 whereas episodes caused by Pseudomonas aeruginosa and
rate. VAP was cahised h.'ll" a Erracnae (n = 14), P. aerugi- Acinetobacter spp. should be treated for at least 14 to 21 d (8).
nosa (n = 7), §. aur Q . iffluenzae (n = 3), and 5. pneu- However, these recommendations are not based on the n:s-n.lllL-;
monige (n g and 5. pneumoniae were eradicated of prospective studies. Furthermore, there 15 sparse information
from traché [r’at&s whereas Enterobacteriaceae, 5. aureus, about resolution of infectious parameters associated with VAP
and P. aerughGsa persisted, despite in vitro susceptibility to antibi- after institution of appropriate antimicrobial therapy.
otics administered. Significant improvements were observed for Garrard and A’Court described a gradual normalization of
all clinical parameters, most apparently w]th]n the ﬂrst 6 d after a combination of clinical, microbiological, and radiographic
start of antibiotics. Newl . parameters after the institution of antibiotic therapy (9). And
Montravers and coworkers demonstrated, with a second bron-
of therapy. Six patients developed a recurrent episode of VAP choscopy 3 d after institution of antimicrobial therapy, that
i I i appropriate therapy resulis in a rapid bacteriological clear-

Mﬁp occur within the first 6 d of therapy, endotracheal coloniza- ance of the distal airways. However, the effects on clinical pa-
tion with Gram-neqgative bacteria persists despite susceptibility to . R . T .

rameters were less evident (10). The aims of the present study

thera and acquired colonization wsually occurs in the secon . . . : : ;
—:ﬁ&— were to describe the chmical and microbnological response to
week of therapy and frEH uentl: Erecedes a recurrent episode. . . . . . .

appropriate antimicrobial therapy in patients with VAP.




Resolution of Infectious Parameters after
Antimicrobial Therapy in Patients with
Ventilator-associated Pneumonia

PAUL |. W. DENNESEN, ANDRE ). A. M. van der VEN, ALPHONS G. H. KESSELS, GRAHAM RAMSAY,
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Figure 2. (A) Number of patients with initially isolated microorganisms from endotracheal aspirates collected in time after initiation of antibiotic
treatment. (B) Number of patients with newly isolated microorganisms from endotracheal aspirates in time after initiation of antibiotic treatment.




Short-course Empiric Antibiotic Therapy for Patients
with Pulmonary Infiltratesin the Intensive Care Unit
A Proposed Solution for Indiscriminate Antibiotic Prescription

NINA SINGH, PAUL ROGERS, CHARLES W. ATWOOD, MARILYN M. WAGENER, and VICTOR L. YU

Veterans Affairs Medical Center and Universty of Rttsburgh, Pittsourgh, Penngylvania

Inappropriate antibiotic use for pulmonary infiltrates is common in , G ibig ibed iggthe ICU; 63% of the
the intensive care unit (ICU). We sought to devise an approach ~wmaatibi - ; : nically suspected and
that would minimize unnecessary antibiojic use, recognizing that a ¥ (3). Other studies have
gold standard for the diagnosis of nosogiial pneumoma doesnot : vatients with pul-

the fact tha pata ‘ : an reliably distin-
guish pne M infiltrates do
_ . not exist. pcedures have numerous
it the dls:renun and serious limitations and have not'et with total acceptance
_ waluation at 3 d: (7). Sampling techniques and threshold for positivity remain un-
emamed <6 at3d. Antibi-  standardized. Routine performance of such invasive tests is nei-

otics were continued beyond 3 d in W% (38 of 42) of the patients  ther feasible nor cost-effective. o S
in the standard astherapy compared With 28% (11 of 39) in the ex- A major factor contributing to the “spiraling empiricism” in




Short-course Empiric Antibiotic Therapy for Patients
with Pulmonary Infiltrates in the Intensive Care Unit

A Proposed Solution for Indiscriminate Antibiotic Prescription

NINA SSNGH, PAUL ROGERS, CHARLES W, ATWOOD, MARLYN M. WAGENER and VICTOR L. YU
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» Kisa sureli VAP tedavisinin etkinligi
— Mortalite
— Direnc gelisimi
— Superinfeksiyon gelisimi
* 81 kanitlanmis YBU hastasi..
* Grup | smm) 10-21 gunluk AB tedavisi

* Grup || ===) CPS skorlarina gére kademeli



Short-course Empiric Antibiotic Therapy for Patients
with Pulmonary Infiltratesin the Intensive Care Unit
A Proposed Solution for Indiscriminate Antibiotic Prescription

NINA SINGH, PAUL ROGERS, CHARLES W. ATWOOD, MARLYN M. WAGENER, and VICTOR L. YU
Veterans Affairs Medical Center and University of FAttsburgh, Fittsburgh, Pennsylvania

Clinical Pulmonary Infection Score (CPIS)

= & =6
Antibotics for 10-21 days Randomize
Ciprofloxacin Standard Care
for 3 days (antibhrotics for
¢ 10-21 days)
Re-evaluate at
3 days |
CPIS > 6 CPIS =6
Treat as Discontinue
pneumonia Ciprofloxacin

Fgure 7. How chart representing the study desgn.



Variahle

Age, yr (mean
Comorbid illnessas
Diabetes mellitus
Chronic obstructive

pulmonary dissase

Fenal failure

(creatinine = 2.0 mosdl)

halignancy
Liver disaase

Transplantation
Fostsurgical

Cardiac
Abdominal

Head and neck

Orthopedics
Transplant

M echanical venij
ARPACHE I score
Prior length of ICU Stay,
Duraticn of m

Vital signs'
Abnormal t

Abnormal respiration
Abnormal blood pressure
Abnormal pulss
Clinical pulmonary infection score, meaan
Temperatura points
Leukocyte points
Tracheal secretions

Deygenation
Radiography

* Mane of the variables diffared sgnificantly betwean the two groups except the patients in the experimental group were maora likaly ta
have tachypnea (p = 0.018).
T abnormal temparature = 37.7° G or 35.5° G, abnormal puls < 60 or = 100/min, abnormal respiration << 8 ar = 16fminor < Bar = 12

CHARACTERISTICS
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TABLE 1
OF THE STUDY GROUPS AT ENROLLMENT"

BEcperimeantal Group

(n=38)
BO = 1.4

189 (7/39)

26% (10/38)

18% (7/39)

agacamg]
89 (3/39)

B% (3/39)
a9 (1/39)
599 (23/39)
427 =22

7.8
10.3

39% (15/39)
929 (36/39)
499 (19/39)
49% (19/39)
48 +16

0.2

0.5

1.0

1.6

1.5

Sandard Therapy Group

(= 42)

B4.5 = 1.7

26% (11/42)
259, (12/42)

O\‘%%‘“ 0/42)

24% (10/42)
179 (7/42)
585 (2/42)
T4% (31/42)
319 (13/42)
17% (7/42)
14% (B/42)
756 (3/42)
585 (2/42)
579 (24/42)
41.0 = 2.0
9.8
5.0

4B (20/42)
T1%% (30/42)
B9 (16/42)
A4B% (20/42)
49 =18

0.4

0.7

0.8

1.6

1.4



Short-course Empiric Antibiotic Therapy for Patients
with Pulmonary Infiltrates in the Intensive Care Unit
A Proposed Solution for Indiscriminate Antibiotic Prescription

NINA SINGH, PAUL ROGERS, CHARLES W. ATWOOD, MARILYN M. WAGENER, and VICTOR L YU
Veterans Affairs Medical Center and University of Fttsburgh, Fttsburgh, Pennsylvania

TABLE 2
ANTIBIOTIC USAGE DURATION, AND COST IN THE EXPERIMENTAL
AND STANDARD THERAPY GROUPS
Experimental Sandard Therapy
Variable (n=39) (n= 42 p Value
Deathsat 3 d 0% (0/39) 7% (3/42)
CPS>6a3d 21% (8/39) 23% (9/39)
Extrapulmonary infections' 18% (7/39) 15% (6/39)
Antibiotic continuation > 3 d 28% (11/39) 97% (38/39)
Antibiotics in patients with GPIS < 6
and no extrapulmonary infection
Continuation < 3 d 0% (0/25) 96% (24/25)
Duration of antibiotics, d, mean (range) 3 (3) 9.8 (4-20)
Cost, mean $259 $640
Tota $6,482 $16,004
* NS = not sgnificant, p > 0.05.
T One patient with extrapulmonary infection in each study group also had CPIS=> 6 at 3 d.
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A Multifaceted Intervention to Reduce Pandrug-
Resistant Acinetobacter baurmannii Colonization and
Infection in 3 Intensive Care Units in a Thai Tertiary
Care Center: A 3-Year Study
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A Multifaceted Intervention to Reduce Pandrug-
Resistant Acinetobacter baurmannii Colonization and
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Ikinci protezden yaklasik iki yil
sonra..

Yurume guclugu ve siddetli agri
Agri nedeniyle basvuru..

BK: 11.600/mm3, CRP: 9.63 mg/dl,
ESR: 87 mm/h

Protez yatginda efuzyon..









Rifampisin 600 mg/gun
Daptomisin 8 mg/kg/gun..
Uriner ve santral kateter mevcut.

AB tedavileri esnasinda 14. gun ESR ve
CRP geriledi.

AB yan etkisi ve intolerasyon olmadi.
Basvuru ve sonrasinda ates gorulmedi..



15. gun 38.5 °C ates, hipotansiyon,
tasikardi

BK: 24.000/mm3, ESR: 60 mm/h, CRP: 9
ldrarda bol 16kosit

Idrar kultirinde PDR K.pneumoniae (>10°
CFU/mL)

Santral venoz kateter ve periferik kanda
PDR K.pneumoniae
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Abstract

Background: The increasing problem of infections due to multidrug-resistant Gram-negative
bacteria has led to re-use of polymyxins in several countries. However, there are already clinical
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Table |: Characteristics of the reported patients and outcomes of the

L

Outcome of infections due to pandrug-

Patient no. 2
Isolated Pseudomo Pseudomonas
organism aeruginosg '
Site of isolation Bronchial

secretion

7 Olgudan 2
olguda mortalite
gelisti..

ofloxacin

Dosage/ 2 million million U g8h
Duration of ivfor 35 iv for 23 days
colistin million |
for 17 da

Outcome of
the infection

Cure (clinical +
microbiclogical).

Mo response.
Patient died due
to meningitis.

Pseudomonas
aeruginosa

Bronchial
secretions

07/2%/2003

34

Colistin +
meropenem +
ofloxacin +
gentamicin

3 million 1U

iv for 37 day
million IU g8h
nebulized for 11
days

Cure (clinical +
microbiclogical).

million U qBh v q8
for 12 days, |

Tl e

T N, N TR

AB’lerin viicut
sivilarindaki birikmig
konsantrasyonu..
Infeksiyon self-limited
olabilir.

AB kullanim esnasinda
gercek patojen Uizerine
PDR kolonize olmus
olabilir..

PDR suglar azalmig
virulansa sahip olabilir..

gr gBh iv for

for |7 days

millien IU ql 2h iv
for |9 days

Clinical cure
(microbiclogical
persistence for |

month).

Deterioration. Cure (clinical +  Cure (clinical +

microbiological).

Superinfection of microbiclogical).
the respiratory

tract by an

Acinetobacter

baumannii strain.

Patient died due

to sepsis.
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PDR GNB Infeksiyonlari

Yazar ve Yil Olgu Tedavi Rejimi Klinik Sonug
Say|S|

Beno et al Detay belirtiimemis 4 ex
Falagas et al 7 Col + MEM + RIF/DOX 2 ex

Falagas et al 28 3 olgu (Col + TIG + RIF) 12 ex
6 lolgu Col + TIG
19 olgu (Col +MEM/DOX/RIF/CIP)

Tsioitis et al. 9 olgu Monoterapi 5 ex

12 olgu (Col +MEM/DOX/RIF/CIP)

Ghafur et al 1 olgu Col
1 olgu Col + MEM
1 olgu Col + MEM + TIG + RIF+
TEIC)
1 olgu Col + MEM + TEIC
1 olgu Col + TEIC + SEFEP
1 olgu CRO
1 olgu Col + TIG
2 olgu Col + TIG + RIF + DOX
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Case Report
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Therapeutic strategy for pandrug-resistant Klebsiella pneumoniae CrossMark
severe infections: short-course treatment with colistin increases
the in vivo and in vitro activity of double carbapenem regimen
Alessandra Oliva“, Maria T. Mascellino®, Alessia Cipolla“®, Alessandra D’Abramo ?,

Annalisa De Rosa?, Stefano Savinelli?, Maria Rosa Ciardi?, Claudio M. Mastroianni *"*,

Vincenzo Vullo*

* Mpartimento di Sanitd Pubblica e Malattie Infettive, Sapienza Universitd, Mazzale Aldo Moro, 00185 Rome, [taly

b UoC Malattie Infettive, Fondazione Eleonora Lorillard Spencer Cenci, Sapienza Universitd, Lating, {taly

ARTICLE INFO SUMMARY

Article history: Infections due to carbapenemase-producing Klebsiella pneumoniae represent an emerging threat due to
Receved 16 November 2014 ) the high mortality rate and lack of valid antimicrobial combinations, especially when the strain is
Received in revised form _"'r-“'“”’“-"" 2015 colistin-resistant. We report a case of bloodstream infection due to pandrug-resistant K. pneumoniae
Aocepted "I-Ianuml—y 2015 _ treated successfully with an innovative regimen comprising a combination of colistin plus double
Corresponding Editor: Eskild Petersen, carbapenem, along with an in vitro analysis showing the synergistic and bactericidal effect.

Aarhus, Denmark @ 2015 The Authors. Published by Elsevier Ltd on behalf of International Society for Infectious Diseases.

This is an open access article under the CC BY-NC-MD license (http://creativecommons.org/licenses/by-

Keywords: nc-nd/4.0/).




Kolistin 300 mg yukleme + 450 mg/gun
Tedavinin 48. saatinde ates devam etmekte..
Tedaviye Ertapenem + Meropenem ekleniyor..
Kan kulturunde PDR K.pneumoniae
96 saat sonra ates 36.5°C

ESR ve CRP duzeylerinde azalma..

Kan ve idrar kultlrlerinde Greme yok.



Tedavinin 7. gununde kolistine bagh YE
Vizuel halusinasyonlar, ajitasyon

Ikili karbapenem tedavisi 14 giin devam
Hasta afebril, ESR: 31 mm/h, CRP: 0.9

Yeni bir protez yerlestiriimesi i¢gin planlama



 PDR K. pneumoniaeya karsi ERT, MEM,
ve COL MIK degerleri sirasiyla 128, 256
ve 32 mcg/mL

» Ek olarak gentamisin ve tigesiklinin MIK
degerleri sirasiyla 8 ve 4 mcg/mL

* Fenotipik analizde izolat karbapenemaz
ureten K.pneumoniae



GC

ERT 1x
ERT 0.5% + MEM 0,5x
COL 1x

MEM 1x

log10 CFUmi

ERT 1x + MEM 1x

ERT 1x + MEM 1x + COL 1x
ERT 0.5% + MEM 0.5x + COL 0.5

time (h)

Figure 1. Time-kill studies for ertapenem, meropenem, colistin, ertapenem plus meropenem, and ertapenem plus meropenem plus colistin against pandrug-resistant

Klebsiella pneumoniae isolated from a patient with a bloodstream infection. The horizontal line represents a reduction of 3 log,, CFU/ml compared with the initial bacterial
count. GC, growth control; MEM, meropenem; ETP, ertapenem; COL: colistin.

Kolistin + Meropenem + Ertapenem 0.5 ve 1 mcg/ml MIK diizeyinde
etkili

Diger monotepapi ve ikili tedaviler ilk sekiz saat etkili, daha sonra etkisiz




* Not olarak, ERT + MEM + COL
kombinasyonu igin;
— ERT + MEM + COL (0.5 x MIK) ve
— ERT + MEM + COL (1 x MIK)

* konsantrasyonlarinin her ikisinde de 8.

saatten sonra da sinerjistik ve bakterisidal
aktivite (24 saate kadar)
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K.pneumoniae 351719

A o) INOCULUM

fr / TOBRA
: / —#&—CIPRO

— —MER+CIPRO
\\ =

= MERO+TOBRA

w_’: MEM+ERT

0 5 10 15 20 25 30

time (hours)

INOCULUM TOBRA CIPRO  MER+CIPRO MERO+TOBRA MERO
0 68 6.8 6.8 6.8 68 6.8
1 69 7.1  7.746 4.8 4 52
) 76 73 7.804 3 31 43
4 9.1 807 9.2 5.1 3.4 447
6 9.6 9 9.9 s2 33 5195
8 113 103 9.7 6.07 3.146 6
12 122 106 10.681 8.53 2.8 9.055
24 13.4 1095  10.799 10.01 0 10.209

Blood cultur
AMPICILIN
AMOX/CLAV
PIPER/TAZO
CEFOXITIN
CEFUROXIME
CEFOTAXIM
CEFOTAXIiM/CTL
CEFTRIAXON
CEFTAZIDIME
CEFTAZIDIME/TZL

CEFOPERAZONE/SULB
MEROPENEM
ERTAPENEM
IMIPENEM
IMIPENEM/IM+EDTA
LEVOFLOXACIN
CIPROFLOXACIN
OFLOXACIN*
TOBRAMYCIN
AMIKACIN
GENTAMYCIN
TIGECYCLINE*
COLISTIN*

>256 R
>256 R
>256 R

161

>256 R
>32R
>16/>1
>256 R
24R
>32/<0,64**

1,50
>256 R

w
N

2i
>4/>1
>32R
>32R
>32R
121
6S
0,385
8R
0,195



* Ertapenem (karbapenemaz
turt hidrolitik enzimlere
baglanir (Suisid Inhibitor Etki)
diger karbapenemin
bakterisidal aktivitesine izin
verir..

« Bu kombinasyonun sinerjistik [
etkisi, yuksek karbapenem
direncinde bile gozlenmis
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S$nitrosated a-1-acid glycoprotein kills drug

bacteria and aids survival in sepsis
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in the blood and at 9 h after CLP, C) Effect ()f'SN()v\(}Pa on
the number of bacteria in the liver at 9 h after CLP. Data are

€xpressed as means + gp (7z=8—l()). *E P < 0.01, X P 0.001
us. salin(.‘-lr(:au:d mice.
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